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Test Product, Dose, and

Mode of Administration:

FDC of elvitegravir 150 mg / cobicistat 150 mg /

emtricitabine 200 mg / tenofovir alafenamide 10 mg
administered orally once daily with food until the next
hemodialysis. On the day of hemodialysis, study drug should be
administered two to four hours following completion of
hemodialysis.

Reference Therapy,
Dose, and Mode of
Administration:

N/A

Criteria for Evaluation:

Safety:

Efficacy:

Pharmacokinetics:

Health Related
Questionnaires:

Safety evaluations will include reporting of adverse events,
clinical laboratory tests, physical examinations, and vital signs.
An Independent Data Monitoring Committee (IDMC) will be
convened after the first 25 subjects enrolled in the study complete
Week 12 of the study.

Virologic response will be determined using the percentages of
subjects with HIV-1 RNA < 50 copies/mL at Week 24 and 48
(snapshot analysis).

At Week 4 or Week 12, on the day of hemodialysis, observed
study drug administration will occur 2 to 4 hours after the
completion of hemodialysis. A pre-dose (within 30 minutes prior
to study drug administration) PBMC blood sample will be
collected from all subjects. Plasma concentrations of EVG, COBI,
FTC, TAF and TFV and intracellular concentrations of TFV-DP
may be explored.

Pharmacokinetic (PK) Sub-study

All subjects who provide consent will be eligible to participate in
the PK sub-study (target n = 15). For the PK sub-study, post-dose
blood samples will be collected at or between Week 4 or Week 8,
on the day of hemodialysis. The PK of EVG, COBI, FTC, TAF
and TFV will be evaluated. Study drug administration will be
observed in-clinic at the sub-study visit.

SF-36, VAS (visual analogues scale), HIV-TSQ

(HIV Treatment Satisfaction Questionnaire) and

Health Utilization Questionnaire will be administered per the
information provided in the study procedures section of this
protocol.
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Statistical Methods:

The primary endpoint will be the incidence of treatment-emergent
Grade 3 or higher adverse events at Week 48.

The proportions of subjects with virologic response
(HIV-1 RNA < 50 copies/mL, snapshot analysis) and the
associated 95% confidence intervals at Weeks 24 and 48,
respectively will be constructed.

Concentrations and PK parameters of EVG, COBI, FTC, TAF and
TFV for the sub-study, and intracellular PBMC concentrations of
TFV-DP will be summarized using descriptive statistics

[N, mean, standard deviation, percent coefficient of variation (%CV),
median, minimum, and maximum].

A sample size of approximately 50 subjects is based on practical
consideration and is considered to be sufficient to evaluate the
primary objective of this study. The grade 3 or higher AE rate in
Study GS-US-292-0112 in subjects that had mild to moderate
renal impairment was 8.8% at Week 48 for the E/C/F/TAF arm.
Therefore, with 50 subjects, and an assumed rate of Grade 3 or
higher AEs being 10%, this study would provide 95% confidence
for the primary endpoint to be (1.7%, 18.3%) assuming normal
approximation to binomial proportions.

A sample size of at least 15 subjects is considered for estimating
the PK parameters in the sub-study for practical reasons.

This study will be conducted in accordance with the guidelines of Good Clinical Practice (GCP)
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS

°C
°F
AE
ALT
ANC
ARV
AST
AUC
bsAP
BMD
BUN
CBC
CI
CLe
Crnax

Conin
CNS
Ctau
CPK
CRF
CRO
CYP
DHHS
DNA
DSPH
DXA
ECG
eCRF
eGFR
E/C/F/TAF

ESRD
FAS
FDA
FDC
FS
FTC
GCP
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degrees Celsius

degrees Fahrenheit

adverse event

alanine aminotransferase

absolute neutrophil counts

antiretroviral

aspartate aminotransferase

area under the plasma/serum/peripheral blood mononuclear cell concentration versus time curve
serum bone specific alkaline phosphatase
bone mineral density

blood urea nitrogen

complete blood count

confidence interval

creatinine clearance

the maximum observed serum/plasma/peripheral blood mononuclear (PBMC) concentration
of drug

minimum plasma concentration

central nervous system

the observed drug concentration at the end of the dosing interval
creatine phosphokinase

case report form(s)

contract (or clinical) research organization
cytochrome P450

Department of Health and Human Services
deoxyribonucleic acid

Drug Safety and Public Health
dual-energy x-ray absorptiometry
electrocardiogram

electronic case report form(s)

estimated glomerular filtration rate

elvitegravir (EVG) 150 mg / cobicistat (COBI) 150 mg / emtricitabine (FTC) 200 mg /
tenofovir alafenamide (TAF) 10 mg fixed dose combination

End stage renal disease

full analysis set

(United States) Food and Drug Administration
fixed dose combination

failure to suppress

emtricitabine

Good Clinical Practice (Guidelines)
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS (CONTINUED)

GGT
GSI
GS-7340

HAART
HBsAg
HBV
HCV
HCVADb
HD
HDPE
HIV
HMG-CoA
ICH
IEC
DMC
IND
INSTI
IRB
IWRS
LDH
LLN
MedDRA
mg

MH
Min
mmHg
NNRTI
NOAEL
NRTI
oC
PINP
PBMCs
PI

PK

PT

PTH

QD
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gamma glutamyl transferase

Gilead Sciences, Inc.

tenofovir alafenamide, TAF, L-Alanine, N-[(S)-[[(1R)-2-(6-amino-9H-purin-9-yl)-

I-methylethoxy]methyl]/phenoxyphosphinyl]-, 1-methylethyl ester

highly active antiretroviral therapy
hepatitis B virus surface antigen serology
hepatitis B virus

hepatitis C virus

hepatitis C virus serology

hemodialysis

high-density polyethylene

human immunodeficiency virus
5-hydroxy-3-methylglutaryl-coenzyme A
International Conference on Harmonisation
Independent Ethics Committee

Data Monitoring Committee
Investigational New Drug (Application)
integrase strand transfer inhibitor
institutional review board

interactive web response system

lactate dehydrogenase

lower limit of the normal range

Medical Dictionary for Regulatory Activities
milligram

Mantel-Haenszel

minute

millimeters mercury

non-nucleoside reverse transcriptase inhibitor

no observed adverse effect level

nucleoside/nucleotide reverse transcriptase inhibitor

osteocalcin

procollagen Type 1 N-terminal propeptide
peripheral blood mononuclear cells
protease inhibitor

pharmacokinetic

preferred term

parathyroid hormone

once daily
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS (CONTINUED)

RNA
SAE
SVR
SUSAR
TAF
TAF fumarate
TDF
TFV-DP
Tinax
ULN
uUsS

VR
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ribonucleic acid

serious adverse event

suboptimal virologic response

Suspected Unexpected Serious Adverse Reaction

tenofovir alafenamide (GS-7340)

tenofovir alafenamide fumarate (GS-7340-03)

tenofovir disoproxil fumarate

tenofovir diphosphate (TFVpp)

the time (observed time point) of C,.x

upper limit of the normal range

United States

virologic rebound
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1. INTRODUCTION

1.1. Background

Human immunodeficiency virus-1 infection is a life-threatening and serious disease of major
public health significance, with approximately 34 million people infected with HIV worldwide
{19661}. The goals of highly active antiretroviral therapy (HAART) for HIV-1 infection are to
delay disease progression and prolong survival by achieving maximal and durable suppression of
HIV-1 replication. Prompt antiretroviral therapy (ART) initiation after diagnosis is based on
growing evidence that untreated HIV infection or uncontrolled viremia is associated with
development of non- acquired immune deficiency syndrome (AIDS)-defining diseases, including
cardiovascular disease (CVD), kidney disease, liver disease, neurologic complications, and
malignancies. The success of ART has shifted clinical attention towards regimens that optimize
long-term adherence, tolerability and safety. Adherence to ART is required to prevent
development of drug resistance and subsequent loss of virologic suppression, and adherence to
ART is improved by reducing pill burden and dosing frequency {4266}, {4256}. Once-daily,
single tablet regimens are associated with high adherence, better clinical outcomes, including
fewer hospitalizations, improved patient satisfaction, and excellent virologic outcomes {7034},
{7035}, {7036}, {16557}, {16560} .

Despite current therapy that effectively suppresses viremia, HIV disease remains a serious
condition due to non-AIDS associated comorbidities. As treatment guidelines recommend early
treatment of HIV-1 infection, there is a need for regimens offering enhanced product safety and
tolerability, effectiveness, and convenience for long-term treatment.

Though antiretroviral drugs have led to dramatic improvements in survival and disease
progression, complications such as kidney, liver, and cardiac disease have become increasingly
important causes of morbidity and mortality for HIV patients taking effective therapy {19947},
{19948}, {22552}. Recent data has shown that even with treatment, HIV patients experience more
age-related co-morbidities, such as renal and bone disease, which manifest earlier than their
age-matched HIV-uninfected peers {19946}. Moreover, the prevalence and incidence of chronic
kidney disease (CKD) and end stage renal disease (ESRD) in the US are expected to rise as the
prevalence of HIV infection continues to rise {22553}. Worldwide, prevalence may be even
greater; one cross-sectional study in the East African Republic of Burundi reported

46% of HIV-positive adults fulfilled criteria for CKD {22551}.

Patients with HIV are at risk for acute and chronic kidney disease from a wide spectrum of
etiologies, including HIV-associated nephropathy, immune complex kidney disease, thrombotic
microangiopathy, and kidney disease associated with comorbidities such as diabetes,
hypertension, hepatitis B and hepatitis C coinfections, as well as medications associated with
nephrotoxicity. Clearly, new therapies that improve on the current standard of care are needed,
so that life-long antiviral therapy is more effective, more tolerable, and safer for patients.

Since the majority of currently available nucleos(t)ide backbones are prescribed as fixed dose
combinations, HIV-positive patients with chronic kidney disease have particularly limited
therapeutic options.
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The availability of a single tablet regimen composed of potent agents with improved tolerability
and long-term safety, that does not require dose adjustment at eGFR < 50 mL/min, would
represent an important therapeutic innovation in this special patient population, providing more
convenient dosing and potentially improving patient adherence.

Tenofovir alafenamide (TAF) has a unique metabolism that provides enhanced lymphatic
delivery of tenofovir, resulting in higher intracellular levels of the active phosphorylated
metabolite, tenofovir-diphosphate (TFV-DP), and lower circulating levels of TFV {7415},
{13119}, {22029}. The distinct metabolism of TAF offers an improved clinical profile compared
with TDF, which is associated with nephrotoxicity and decreased bone mineral density {21762},
{22031}. Compared with TDF, TAF is characterized by lower systemic exposures and higher
intracellular levels of TFV. Additionally, TFV exposures achieved with TAF in subjects with
severe renal impairment are comparable to those with normal renal functions receiving

TDF 300 mg, indicating that TAF can be administered to HIV-1 infected patients with renal
impairment without dose modification.

1.2. Tenofovir Alafenamide (TAF, GS-7340)
1.2.1. General Information

Tenofovir alafenamide (GS-7340, TAF, or L-Alanine, N-[(S)-[[(1R)-2-(6-amino-9H-purin-9-yl)-
I-methylethoxy]methyl]/phenoxyphosphinyl]-, 1-methylethyl ester) is an prodrug of TFV,

a nucleotide analog that inhibits HIV-1 reverse transcription. TFV is metabolized intracellularly
to the active metabolite, TFV-DP, a competitive inhibitor of HIV-1 reverse transcriptase (RT)
that terminates the elongation of the viral deoxyribonucleic acid (DNA) chain. In the
development of TAF, three forms of the drug substance have been used in various studies:
GS-7340, synonym for GS-7340 as the free base; GS-7340-02, synonym for TAF monofumarate
(1:1) molar ratio of TAF to fumaric acid; and GS-7340-03 as the hemifumarate (2:1) molar ratio
of TAF to fumaric acid. GS-7340-03, also known as TAF fumarate, is considered comparable
based on physical/chemical properties to GS-7340-02 that has been used in previous studies.
GS-7340-03 and GS-7340-02 exist as the free base, TAF (GS-7340), in blood and biological
fluids.

1.2.2. Preclinical Pharmacology and Toxicology
1.2.2.1. Primary Pharmacodynamics

Tenofovir alafenamide is metabolized to TFV, a nucleotide analog (ie, a nucleoside
monophosphate analog) which is not dependent on an intracellular nucleoside kinase activity

for the first step in the conversion to the active metabolite, TFV-DP. The cellular enzymes
responsible for TFV metabolism to the active diphosphorylated form are adenylate kinase (AK)
{4887} and nucleotide diphosphate kinase, which are highly active and ubiquitous. AK exists as
multiple isozymes (AK1 to AK4), with the phosphorylation of TFV mediated most efficiently by
AK2.
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The intracellular metabolism of TAF and TFV are consistent with the 600-fold enhancement in
anti-HIV activity in cell culture of TAF over TFV. Metabolism of TAF was also studied in different
human blood lymphocyte subpopulations, CD4+ and CD8+ T cells, natural killer (NK) cells,
B-cells and macrophages/monocytes. TAF is metabolized inside host cells to the active
metabolite TFV-DP. Concentration of the active metabolite TFV-DP was substantial in all

cell populations.

1.2.2.2. Safety Pharmacology

Single doses of TAF did not induce pharmacologic effects on the central nervous system of the
rat (1000 mg/kg), the renal system of the rat (1000 mg/kg), or the cardiovascular system of the
dog (100 mg/kg).

1.2.3. Nonclinical Pharmacokinetics

All nonclinical PK experiments were performed using TAF monofumarate (GS-7340-02), and all
study data described in this section reflect the dosage of the monofumarate. For reference,
100 mg of TAF monofumarate is equivalent to 80 mg of the GS-7340 free base (TAF).

Key results from nonclinical absorption, distribution, metabolism, and excretion studies of TAF
are as follows:

e Following oral administration in dogs and monkeys, TAF demonstrated rapid absorption,
with peak plasma concentrations between 0.25 and 0.5 hours. Thereafter, TAF plasma
concentrations declined rapidly with a terminal half-life of less than 1 hour.

Tenofovir alafenamide exposure (Cyax and AUC values) was nonlinear with dose and greater
than expected with increasing dose. Repeat-dose studies in rats and monkeys showed no
change in pharmacokinetics over time.

e Peak TFV plasma concentrations occurred following TAF absorption, with TFV Ty,.x values
between 0.25 to 1.7 hours in rats, dogs, and monkeys.

e Following oral administration of ['*C]-radiolabeled TAF to dogs, a mean total recovery of
radioactivity at 24 hours of 63% was demonstrated. Radioactivity was detected in all tissues
except brain with the majority present in the contents of the gastrointestinal tract, liver,
kidney, and large intestine. Tissue concentrations were the highest in kidney, peripheral
blood mononuclear cells (PBMCs), liver, large intestine, and bile. Additional studies in dogs,
TFV concentrations in PBMCs following oral administration of TAF were approximately
50-fold greater than observed in plasma, with an estimated ty, of greater than 24 hours.

e The major route of elimination of TAF-related radioactivity was via feces, with
approximately 35% of the dose recovered in feces through 48 hours postdose. The primary
route of elimination of TFV is renal excretion of unchanged drug based on IV studies of
TFV.
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Tenofovir alafenamide has been found to be a substrate for intestinal efflux transport and in
nonclinical studies its intestinal absorption was increased by the transport inhibitor
cyclosporin A.

No significant inhibition of human drug metabolizing cytochrome P450 (CYP) enzymes,
uridine diphosphate glucuronyltransferase (UGT) 1A1 or transporters including
P-glycoprotein, breast cancer resistance protein, organic anion-transporting polypeptide
(OATP)IBI1 and OATP1B3 was observed with TAF in vitro.

Tenofovir alafenamide did not activate human pregnane X receptor (hPXR) or
aryl hydrocarbon receptor (AhR).

Tenofovir alafenamide was not a substrate for drug-metabolizing CYP enzymes except for
CYP3A4, which metabolized the compound slowly.

1.2.4. Nonclinical Toxicology

Key results from nonclinical toxicology studies of TAF are as follows:

Based on TFV exposure, the no observed adverse effect levels (NOAELSs) in the 6-month rat,
9-month dog, and 1-month monkey studies provide 14-, 4-, and 22-fold safety margins,
respectively, for a human dose of 25 mg/day.

In chronic studies in rats, bone (atrophy of metaphyseal cancellous bone) and kidneys
(karyomegaly) were the primary target organs after 26 weeks of treatment with TAF

100 mg/kg/day; however, effects were not seen at lower doses. Tenofovir alafenamide also
appeared to increase biochemical markers of bone turnover and decrease serum
1,25-dihydroxy- and 25-hydroxyvitamin D3 at doses of 25 mg/kg/day and above.

In chronic studies in dogs after 9 months of treatment at doses up to TAF 18/12 mg/kg/day
(the high dose was reduced from 18 to 12 mg/kg/day due to the occurrence of death, severe
clinical signs and reduced body weight), the primary target organs were kidney

(slight to moderate renal tubular degeneration and karyomegaly) and bone

(decreased bone mineral density [BMD] in metaphyseal cancellous bone).

Tenofovir alafenamide had no discernable electrocardiograph effect at the low dose of
2 mg/kg/day. There was some evidence at 6 and 18/12 mg/kg/day for an effect to slightly
prolong PR intervals.

After 9 months of treatment, some dogs administered the highest dose of TAF

(18/12 mg/kg/day) had minimal mononuclear cell infiltration in the posterior uvea,
considered secondary to general debilitation; this finding did not occur in animals given
lower doses and it has not occurred in other animal studies.

CONFIDENTIAL Page 15 08 July 2015



E/C/F/TAF
Protocol GS-US-292-1825 Final
Gilead Sciences, Inc. Original

e During the study, subjects may not receive any of the following concomitant medications:

— Competitors of renal excretion (e.g., probenecid; high-dose non-steroidal
anti-inflammatory drugs)

— Known nephrotoxic drugs (e.g., aminoglycosides, amphotericin B, vancomycin,
cidofovir, foscarnet, cisplatin and pentamidine)

e Medications listed in the following table and use of herbal/natural supplements are excluded
or should be used with caution while subjects are participating in the study. Any concomitant
medication requiring adjustment or discontinuation due to renal impairment or a change in
renal function on study should be managed per that drug’s prescribing information.
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Table 5-1. Prior and Concomitant Medications
Drug Class Agents Disallowed Use Discouraged and To Be Used With Caution
Concentration of study drug may decrease with
antacids. Subjects may not take antacids
Acid Reducing Agents (eg, Tums, Mylanta); the ulcer medication sucralfate
Antacids (Carafate); or vitamin or mineral supplements that
contain calcium, iron or zinc for a minimum of 2 hours
before and 2 hours after any dose of study drug.
Alpha Adrenerglc Receptor Alfuzosin
Antagonists
Tramadol, Propoxyphene:
Analgesics Concentrations may increase with study drug(s);
clinical monitoring is recommended.
Amiodarone, Flecainide Quinidine, Propafenone,
Systemic Lidocaine, Mexiletine, Disopyramide:
Antiarrhythmics Concentrations may increase with study drug(s)
resulting in a potential for cardiac arrhythmias;
clinical and ECG monitoring is recommended.
Felodipine, Nifedipine, Nicardipine, Verapamil,
Diltiazem, Amlodipine:
Calcium Channel Blockers Bepridil Concentrations may increase with study drug(s).
Clinical and ECG monitoring of subjects is
recommended
Digoxin:

Digoxin

Concomitant use may result in increased levels; use
with caution and with appropriate monitoring of
serum digoxin levels. Digoxin therapy should be

initiated at the lower dose, and the dose should be
titrated to clinical response.

Antibacterials

Clarithromycin and Telithromycin:
Concentrations may be altered with study drug(s);
consider an alternative.

Anticoagulants

Warfarin: Concentrations may increase or decrease
with study drug(s); appropriate INR
(International Normalized Ratio) monitoring
is recommended.

Anticonvulsants

Phenobarbital, Phenytoin,
Carbamazepine,
Oxcarbazepine

Ethosuximide, Divalproex, Lamotrigine:
Concentrations may increase with study drug(s);
clinical monitoring is recommended.
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Drug Class

Agents Disallowed

Use Discouraged and To Be Used With Caution

Antidepressants

Selective serotonin reuptake inhibitors (SSRIs):
A dose reduction may be required for most drugs of
this class with the exception of sertraline.

Tricyclics:
Concentrations may increase or decrease with study
drug(s). Concentration monitoring is recommended
to ensure adequate clinical response.

Trazodone:
Concomitant use with CYP3A inhibitors results in
increased concentrations and adverse events; dose
reduction should be considered.

Antifungals

Ketoconazole and Itraconazole:
Concomitant use with study drug may result in an
increase in concentrations. Daily dose of
ketoconazole and itraconazole should be restricted
to 200 mg. Subjects receiving ketoconazole or
itraconazole should be monitored for adequate
clinical response.

Voriconazole:
Concomitant use with study drug may result in an
increase in concentrations. Clinical monitoring may
be needed.

Antigout

Colchicine:

Concentrations may increase with study drug(s).
Dose reductions of colchicine may be required.
Should not be coadministered in patients with
renal or hepatic impairment.

Treatment of Gout Flare:

0.6 mg (1 tablet) x 1 dose, followed by 0.3 mg
(half tablet) 1 hour later. Treatment course may be
repeated no earlier than 3 days.

Prophylaxis of Gout Flares:

If the original regimen was 0.6 mg twice a day,
the regimen should be adjusted to 0.3 mg once a
day. If the original regimen was 0.6 mg once a day,
the regimen should be adjusted to 0.3 mg
once every other day.

Treatment of Familial Mediterranean Fever:

Maximum daily dose of 0.6 mg
(may be given as 0.3 mg twice a day).

Antihistamines

Astemizole, Terfenadine

Antimycobacterials

Rifampin, Rifapentine,
Rifabutin
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Drug Class Agents Disallowed Use Discouraged and To Be Used With Caution
Metoprolol, Timolol:
B-Blockers Clinical and ECG monitoring of subjects is

recommended. A dose decrease may be needed.

Corticosteroids: Inhaled/Nasal

Concomitant use of inhaled fluticasone and study
drug(s) may increase plasma concentrations of
fluticasone. Use is not recommended unless the

potential benefit to the subject outweighs the risks

of corticosteroid side effects. Alternatives should be
considered, particularly for long-term use.

Corticosteroids: Systemic

Systemic dexamethasone, a CYP3A inducer, may
significantly decrease elvitegravir and cobicistat
plasma concentrations, which may result in loss of
therapeutic effect and development of resistance.
Alternative corticosteroids should be considered.

Use of Prednisone as a steroid burst (< 1 week of use)
should be monitored appropriately.

Endothelin receptor antagonists

Bosentan:
coadministration may lead to decreased elvitegravir
exposures and loss of therapeutic effect and
development of resistance. Alternative endothelin
receptor antagonists may be considered.

Ergotamine, Ergonovine

. Dihydroergotamine
Ergot Derivatives Methylergonovine
Ergometrine
GI Motility Agents Cisapride

Herbal/Natural Supplements

St. John’s Wort, Echinacea

HMG-CoA Reductase Inhibitors

Simvastatin, Lovastatin

Atorvastatin:

Concentrations may increase with study drug(s).
Start with the lowest dose; gradual increase in dose
may be tailored to clinical response. Careful
monitoring for signs and symptoms of muscle
weakness or myopathy, including rhabdomyolysis.

Immunosuppressants

Cyclosporine, Rapamycin, Sirolimus, Tacrolimus:
Concentrations may increase with study drug(s).
Therapeutic monitoring should be considered.

Inhaled Beta Agonist

Salmeterol:

Concentrations may increase with study drug.
Coadministration of salmeterol with study drug may
result in increased risk of cardiovascular adverse
events associated with salmeterol, including QT
prolongation, palpitations, and sinus tachycardia.

Neuroleptics

Pimozide

Perphenazine, Risperidone, Thioridazine:
A dose decrease may be needed.
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Drug Class

Agents Disallowed

Use Discouraged and To Be Used With Caution

Opiates

Methadone:

Methadone exposures are unaffected upon
coadministration with elvitegravir and cobicistat.
No dose adjustment of methadone is required upon
coadministration with study drug(s).

Meperidine (Pethidine):

Dosage increase and long-term use are not
recommended due to increased levels of metabolite
normeperidine, which has analgesic and
CNS stimulant (eg, seizures) activities.

Buprenorphine:

Concentrations of buprenorphine and
norbuprenorphine are modestly increased and
concentrations of naloxone are modestly decreased
when coadministered with elvitegravir and cobicistat,
with no effect on opioid pharmacodynimcs.

The concentration changes are not considered
clinically relevant and no dose adjustment of
buprenorphine/naloxone is required upon
coadministration with study drug(s).

Phosphodiesterase-5 Inhibitors

Sildenafil (for PAH)

Pulmonary Arterial Hypertension:

Tadalafil:
Caution should be exercised, including consideration
of dose reduction, when coadministered for treatment
of pulmonary arterial hypertension.

Erectile Dysfunction:

Sildenafil, Vardenafil, Tadalafil:

It is recommended that a single dose of Sildenafil
no more than 25 mg in 48 hours, Vardenafil no
more than 2.5 mg in 72 hours, or Tadalafil no more
than 10 mg in 72 hours be coadministered.

Sedatives/Hypnotics

Orally administered
Midazolam, Triazolam

Buspirone, Clorazepate, Diazepam, Estazolam,
Flurazepam, Zolpidem:
A dose decrease may be needed for these drugs.
Clinical monitoring is recommended.

e Should subjects have a need to initiate treatment with any disallowed concomitant
medication, the Gilead Sciences Medical Monitor must be consulted prior to initiation of the
new medication. In instances where an excluded medication is initiated prior to discussion
with the Sponsor, the Investigator must notify Gilead Sciences as soon as he/she is aware of
the use of the disallowed medication.
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5.5. Accountability for E/C/F/TAF

The Investigator is responsible for ensuring adequate accountability of all used and unused study
drug. Accountability records (Study Drug Inventory Log) will be provided to each study site in
order to:

e Record the date received and the quantity of study drug bottles.
e Record the date, subject number, subject initials, the study drug bottle number dispensed.

e Record the date, quantity of used and unused study drug returned by the subject, along with
the initials of the person recording the information.

The Investigator [or designee (e.g., study center pharmacist)] will acknowledge receipt of the
study drugs from Gilead Sciences (or designee) after reviewing the shipment’s content and
condition. The Investigator (or designee) will be responsible for maintaining an accurate
inventory of the dates and quantities of all study drugs received, dispensed, and returned.
Subjects should be instructed to return all unused study drug to the site at their study visits.

Each dose of the study drug administered at the study center will be administered by qualified
study center personnel. All doses of study drug administered to subjects in the clinic under the
supervision of staff will be accurately recorded on the Study Drug Inventory Logs provided by
Gilead Sciences (or on equivalent documentation maintained by the study center), which
indicates the date and quantity of all doses of study drug dispensed to individual subjects.

The requirements of all applicable drug dispensing laws will apply to all doses of study drugs
dispensed by the Investigator (or designee).

The study drug inventory log must be available for inspection by the study monitor.
Study medication supplies, including partially used or empty bottles, must be accounted for by
the study monitor prior to destruction or return.

5.5.1. Study Drug Return or Disposal

The study monitor will provide instructions to the sites regarding the return of used and unused
study drug. If return is not possible, the study monitor will evaluate each study center’s study
drug disposal procedures and provide appropriate instruction for destruction of unused study
drug. If the site has an appropriate standard operating procedure (SOP) for drug destruction as
determined by Gilead QA, the site may destroy used (empty or partially empty) and unused study
drug bottles in accordance with that site’s approved SOP. A copy of the site’s approved SOP will
be obtained for central files.

If the study drug is destroyed on site, the investigator must maintain accurate records for all
study drug destroyed. Records must show the identification and quantity of each unit destroyed,
the method of destruction, and the person who disposed of the IMP. Upon study completion,
copies of the study drug accountability records must be filed at the site. Another copy will be
returned to Gilead. The study monitor will review study drug inventory and associated records at
periodic intervals.
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6. STUDY PROCEDURES

The study procedures to be conducted for each subject enrolled in the study are presented in
tabular form in Appendix 2 and described in the text that follows.

The investigator must document any deviation from protocol procedures in the subject’s source
documents and electronic Case Report Forms (eCRFs). In addition, the Sponsor and the Contract
Research Organization (CRO) should be promptly notified of any protocol deviations.

6.1. Subject Enrollment and Treatment Assignment

It is the responsibility of the investigator to ensure that each subject is eligible for the study
before enrollment.

Subjects who provide written consent and meet all eligibility criteria will receive

elvitegravir 150 mg / cobicistat 150 mg / emtricitabine 200 mg / tenofovir alafenamide 10 mg
(E/C/F/TAF), on Day 1. Please refer to Section 5.1 for details about enrollment and

treatment assignment.

6.2. Pretreatment Assessments
6.2.1. Screening Visit

Subjects will be screened within 30 days before Day 1 visit to determine eligibility for
participation in the study. The following will be performed and documented at screening:

e Obtain written informed consent

e Obtain medical history including history of HIV-1 disease-related events, substance use and
prior medications within 30 days of the screening visit

e Complete physical examination (urogenital/anorectal exams will be performed at the
discretion of the Investigator)

e Vital signs measurement (blood pressure, pulse, respiration rate and temperature) and weight
e [2-lead ECG performed supine

e Height

e Blood sample collection for the following laboratory analyses:

— Serum pregnancy test (females of childbearing potential only). If the test is positive, the
subject will not be enrolled.

— FSH test is required for female subjects (age > 54 years) who have stopped menstruating
for > 12 months but do not have documentation of ovarian hormonal failure.
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— Chemistry profile: alkaline phosphatase, AST, ALT, GGT, total bilirubin, direct and
indirect bilirubin, total protein, albumin, LDH, CPK, bicarbonate, BUN, calcium,
chloride, creatinine, glucose, phosphorus, magnesium, potassium, sodium, uric acid,
PT/INR, amylase (reflex lipase testing is performed in subjects with
total amylase > 1.5 x ULN) and parathyroid hormone (PTH)

— Estimated GFR according to the Cockcroft-Gault formula for creatinine clearance:

Male: (140 — age in years) x (wt in kg) = CL.; (mL/min)
72 x (serum creatinine in mg/dL)

Female: (140 —age in years) x (wt in kg) x 0.85 = CL.; (mL/min)
72 x (serum creatinine in mg/dL)

— Hematology profile: complete blood count (CBC) with differential and platelet count
— CD4+ T cell count

— Plasma HIV-1 RNA (Tagman v2.0)

— Hepeatitis B virus surface antigen serology (HBsAg)

— Hepatitis C virus (HCVAD) serology. If the antibody test result is positive,
HCV RNA test will be performed to confirm HCV viremia.

e Review of AEs and concomitant medications (adverse events related to protocol mandated
procedures occurring after signing of the consent form)

Subjects meeting all of the inclusion criteria and none of the exclusion criteria will return to the
clinic within 30 days after screening for Day 1 assessments.

From the time of obtaining informed consent through the first administration of study drug,
record all serious adverse events (SAEs), as well as any adverse events related to
protocol-mandated procedures on the adverse events case report form (eCRF). All other
untoward medical occurrences observed during the screening period, including exacerbation or
changes in medical history are to be captured on the medical history eCRF. See Section 7
Adverse Events and Toxicity Management for additional details.
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6.2.2. Day 1 Assessments

The following evaluations are to be completed after confirmation of eligibility and before the
study drug is dispensed to the subject. Initiation of treatment with the study drug must take place
within 24 hours after the Day 1 visit.

e Obtain subject number and study drug bottle assignment from IWRS. The subject number
assignment and enrollment may be performed up to 3 days prior to the in-clinic Day 1 visit

provided that all screening procedures have been completed and subject eligibility has been
confirmed.

e Review of AEs and changes in concomitant medications

e Complete physical examination (urogenital/anorectal exams will be performed at the
discretion of the Investigator)

e Vital signs (blood pressure, pulse, respiration rate, and temperature) and weight
e Blood sample collection for the following laboratory analyses:

— Chemistry profile: alkaline phosphatase, AST, ALT, GGT, total bilirubin, direct and
indirect bilirubin, total protein, albumin, LDH, CPK, bicarbonate, BUN, calcium,
chloride, creatinine, phosphorus, magnesium, potassium, sodium, uric acid, amylase
(reflex lipase testing is performed in subjects with total amylase > 1.5 x ULN) and PTH

— Metabolic assessments: Fasting (no food or drinks, except water, at least 8 hours prior to
blood collection) glucose and lipid panel (total cholesterol, HDL, direct LDL, and
triglycerides). If the subject has not fasted prior to the visit, the visit may proceed, but the
subject must return within 72 hours in a fasted state to draw blood for the metabolic

assessments

— Estimated glomerular filtration rate according to the Cockcroft-Gault formula for
creatinine clearance

— Hematology profile: complete blood count (CBC) with differential and platelet count
— Plasma HIV-1 RNA (Tagman v2.0)

— Plasma HBV DNA (only required if HBV DNA positive at screening visit)

— CDA4+ T cell count

— Whole blood storage sample collection for virology analyses

— Plasma storage sample for virology, safety and/or PK testing
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— Serum storage sample for possible additional clinical testing (for subjects who
provide consent)

— Serum pregnancy test (females of childbearing potential only)

e SF-36, VAS and HIV-TSQs should be completed by the subject. Subject is to read the
questionnaire by him/herself and write/mark answers directly onto the questionnaire.

e Site-administered questions for Health Utilization Assessment to be completed

e Study drug dispensation. Study drug will be dispensed in an open-label fashion. Subjects
must initiate dosing of study drug within 24 hours after the Day 1 visit.

e Subjects should be instructed to take E/C/F/TAF FDC tablets once daily with food at the
same time each day. On the days of hemodialysis, subjects should be instructed to take study
drug 2 to 4 hours following hemodialysis. Subjects should also be counseled regarding the
importance of adherence and taking their study drugs at approximately the same time each
day.

6.3. Treatment Assessments (Weeks 2-48)

All study visits are to be scheduled relative to the Day 1 visit date. Study visits are to be
completed within + 2 days of the protocol-specific visit date through Week 12 and completed
within + 6 days of the protocol-specific visit date through Week 36. The visit window at
Week 48 will be + 6 weeks of the protocol-specific visit date, and this clinical visit window
coincides with the Week 48 statistical analysis window for HIV RNA. Unless notified by the
Sponsor, Week 48 visit should be completed within + 6 days of the protocol-specific visit date.

The following evaluations are to be completed at the end of Weeks 2, 4, 8, 12, 24, 36 and 48
unless otherwise specified.

Note: Regularly scheduled evaluations will be made on all subjects whether or not they continue
to receive study drug.

e Single, pre-dose (within 30 minutes prior to study drug administration) whole blood sample
collection (Week 4 or Week 12 only). PBMC sample processing will be performed by the
central laboratory.

— Note: Week 4 or Week 12 visit should occur on the day of hemodialysis for this sample
collection. Study drug administration should occur 2 to 4 hours following the completion
of hemodialysis and should be observed on-site.

e All subjects who are willing to consent will be eligible to participate in the pharmacokinetic

sub-study (target n = 15) at or between Week 4 or Week 8. Please see Section 6.5.1 and
Appendix 3, Pharmacokinetic (PK) Sub-study for additional details.
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e Review of AEs and changes in concomitant medications

e Complete physical examination (Weeks 24 and 48 only) (urogenital/anorectal exams will be
performed at the discretion of the Investigator)

e Symptom-directed physical examination as needed (Weeks 2, 4, 8, 12 and 36)

e 12-lead ECG performed supine

e Vital signs (blood pressure, pulse, respiration rate, and temperature) and weight

e Blood sample collection for the following laboratory analyses:

— Chemistry profile: alkaline phosphatase, AST, ALT, GGT, total bilirubin,

direct and indirect bilirubin, total protein, albumin, LDH, CPK, bicarbonate, BUN,
calcium, chloride, creatinine, glucose, phosphorus, magnesium, potassium, sodium, uric
acid, PT/INR, amylase (reflex lipase testing is performed in subjects with

total amylase > 1.5 x ULN) and PTH

o Note: At Weeks 24 and 48, analyses of glucose will be done as part of the fasting
metabolic assessments and not as part of the chemistry profile.

o Chemistry profile will include PT/INR only at Week 24 and Week 48.

— Metabolic assessments: Fasting (no food or drinks, except water, at least 8 hours prior to
blood collection) glucose and lipid panel (total cholesterol, HDL, direct LDL, and
triglycerides). If the subject has not fasted prior to the visit, the visit may proceed, but the
subject must return within 72 hours in a fasted state to draw blood for the
metabolic assessments (Weeks 24 and 48 only)

— Estimated glomerular filtration rate according to the Cockcroft-Gault formula for
creatinine clearance

— Hematology profile: complete blood count (CBC) with differential and platelet count

— Plasma HIV-1 RNA (Tagman v2.0)

o Subjects who meet the criteria for virologic rebound should be managed according to
Management of Suspected Virologic Failure (Section 6.6.1).

— Plasma HBV DNA (only required if HBV DNA positive at screening visit)
— CDA4+ T cell count

— Plasma storage sample for virology, safety and/or PK testing
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— Serum storage sample for possible additional clinical testing (for subjects who
provide consent)

— Serum pregnancy test (females of childbearing potential only)
e Subject completed questionnaires:

— SF-36 and HIV-TSQc completed at Weeks 24 and 48 only

— VAS completed at all visits

The questionnaires should be completed by the subject. Subject is to read the questionnaire
by him/herself and write/mark answers directly onto the questionnaire.

e Site-administered questions for Health Utilization Assessment to be completed

e Study drug dispensation (except at Week 2 and Week 48). Document study drug dispensation
and accountability.

— At Day 1, study drug will be dispensed for 30 days. At the Week 2 visit, study drug will
not be dispensed.

— At Week 48, study drug dispensation will not occur. Schedule the subject for a 30-Day
Follow-Up visit.

e Note: At the Week 2 visit, provide the scheduled Week 4 visit date to the subject. Week 4
visit should occur on day of hemodialysis. Instruct the subject to take study drug at Week 4
on-site, 2 to 4 hours following hemodialysis.

e Subjects should be instructed to take E/C/F/TAF FDC tablets once daily with food at the
same time each day.

e Subjects should also be counseled regarding the importance of adherence and taking their
study drugs at approximately the same time each day.

6.4. Post-treatment Assessments
6.4.1. 30-Day Follow-up Assessments

Subjects who complete the study through the Week 48 visit will be required to return to the
clinic for a 30-Day Follow-Up Visit.

Those subjects who permanently discontinue study drug and continue in the study through

at least one subsequent visit after the Early Study Drug Discontinuation Visit will not be
required to complete the 30-Day Follow-Up Visit.
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Subjects who permanently discontinue study drug prior to the Week 48 visit and refuse to
continue in the study through the Week 48 visit will be asked to return to the clinic 30 days after
the completion of the ESDD Visit for the 30-Day Follow-Up Visit. For the purpose of scheduling
a 30-Day Follow-Up Visit, a + 6 days window may be used. The following evaluations are to be
completed at the 30-Day Follow-Up Visit:

e Review of AEs and changes in concomitant medications

e Symptom-directed physical examination as needed

e Weight

e Blood sample collection for the following laboratory analyses:

— Chemistry profile: alkaline phosphatase, AST, ALT, total bilirubin, direct and indirect
bilirubin, total protein, albumin, CPK, bicarbonate, BUN, calcium, chloride, creatinine,
glucose, phosphorus, magnesium, potassium, sodium, uric acid, amylase (reflex lipase
testing is performed in subjects with total amylase > 1.5 x ULN) and PTH.

— Hematology profile: CBC with differential and platelet count
— Plasma HIV-1 RNA (Tagman v2.0)

— CD4+ T cell count

— Serum pregnancy test (females of childbearing potential only)

— Serum storage sample for possible additional clinical testing (for subjects who
provide consent)

At the 30 Day Follow Up Visit, any evaluations showing abnormal results believed to be a
reasonable possibility of a causal relationship with the study drug will be repeated weekly

(or as often as deemed prudent by the Investigator) until the abnormality is resolved, returns to
baseline, or is otherwise explained.

6.4.2. Early Study Drug Discontinuation Assessments (ESDD)

If the subject discontinues study drug prior to the Week 48 visit, the subject will be asked to
return to the clinic within 72 hours of stopping study drug for the ESDD visit.

Every attempt should be made to keep the subject in the study through Week 48 visit and
continue to perform the required study-related follow-up and procedures (see Section 6.4.3,
Criteria for Discontinuation of Study Treatment). If this is not possible or acceptable to the
subject or investigator, the subject may be withdrawn from the study.

Subjects who permanently discontinue study drug prior to the Week 48 visit and refuse to
continue in the study through Week 48 visit will be asked to return to the clinic 30 days after the
completion of ESDD visit for the 30-Day Follow-up visit.
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At the Early Study Drug Discontinuation Visit, any evaluations showing abnormal results
indicating that there is a possible or probable causal relationship with the study drug,
should be repeated weekly (or as often as deemed prudent by the Investigator) until the
abnormality is resolved, returns to baseline, or is otherwise explained.

The following evaluations are to be completed at the Early Study Drug Discontinuation Visit
e Review of AEs and changes in concomitant medications

e Complete physical examination (urogenital/anorectal exams will be performed at the
discretion of the Investigator)

e [2-lead ECG performed supine
e Vital signs (blood pressure, pulse, respiration rate, and temperature) and weight
e Blood sample collection for the following laboratory analyses:

— Chemistry profile: alkaline phosphatase, AST, ALT, GGT, total bilirubin,
direct and indirect bilirubin, total protein, albumin, LDH, CPK, bicarbonate, BUN,
calcium, chloride, creatinine, glucose, phosphorus, magnesium, potassium, sodium,
uric acid, amylase (reflex lipase testing is performed in subjects with
total amylase > 1.5 x ULN) and PTH

— Estimated GFR according to the Cockcroft-Gault formula for creatinine clearance
— Hematology profile: complete blood count (CBC) with differential and platelet count
— Plasma HIV-1 RNA (Tagman v2.0)

o Subjects who meet the criteria for virologic rebound should be managed according to
Management of Suspected Virologic Failure (Section 6.6.1).

— Plasma HBV DNA (only required if HBV DNA positive at screening visit)
— CD4+ T cell count
— Plasma sample for virology testing or pharmacokinetic testing

— Serum storage sample for possible additional clinical testing (for subjects who
provide consent)

— Serum pregnancy test (females of childbearing potential only)

e SF-36, HIV-TSQc and VAS questionnaires should be completed by the subject. Subject is to
read the questionnaire by him/herself and write/mark answers directly onto the questionnaire.

e Site-administered questions for Health Utilization Assessment to be completed

e Drug accountability

CONFIDENTIAL Page 43 08 July 2015



E/C/F/ITAF

Protocol GS-US-292-1825 Final
Gilead Sciences, Inc. Original
6.4.3. Criteria for Discontinuation of Study Treatment

Study medication may be discontinued in the following instances:

e Intercurrent illness that would, in the judgment of the investigator, affect assessments of
clinical status to a significant degree. Following resolution of intercurrent illness, the subject
may resume study dosing at the discretion of the investigator.

e Unacceptable toxicity, or toxicity that, in the judgment of the investigator, compromises the
ability to continue study-specific procedures or is considered to not be in the subject’s best
interest

e Therapeutic failure

e Subject request to discontinue for any reason

e Subject noncompliance

e Pregnancy during the study; refer to Appendix 6

e Discontinuation of the study at the request of Gilead, a regulatory agency or an
institutional review board or independent ethics committee (IRB/IEC)

6.5. Other Evaluations
6.5.1. Pharmacokinetic (PK) Sub-study

All subjects who are willing to consent will be eligible to participate in the pharmacokinetic sub-
study (target n = 15).

Post-dose blood sample collection will be performed at hours 0.5, 1, 2, 3, 4, 6, 8, and 24.

PK sub-study visit must occur at or between Week 4 or Week 8, on the day of hemodialysis.
Study drug administration will be observed in-clinic at the sub-study visit. The sub-study will
include intensive PK profiling in plasma. Details of the blood sampling procedures and sample
management will be documented in the Pharmacokinetic Sample Collection, Processing,
Storage, and Shipment Manual.

6.5.2. Blood Storage

From subjects who provide additional consent, a portion of the blood drawn at all visits
(except the Screening Visit and Unscheduled Visits) will be frozen and stored. These stored
blood samples may be used by the Sponsor or its research partners for future testing to learn
more about how the study drug has worked against HIV-1 or clinical laboratory testing to
provide additional safety data. No human genetic testing will be performed without expressed
consent of study subjects. At the conclusion of this study, these samples may be retained in
storage by Gilead Sciences, Inc. for a period up to 15 years.
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